This book is a compilation of an international symposium held in South Carolina in March 1979 . It reviews the progress made during the past two decades concerning attempts at therapy of the genetic disorders which result in abnormal lysosomal enzyme metabolism. Despite the narrowness of the subject the variety of information is quite large. The first section is devoted to a discussion of enzyme availability, purification, and characterization. It deals mostly with the recent biochemical knowledge of the structure and function of lysosomal enzymes.
Section II discusses enzyme recognition and modification. This includes a discussion of the mechanism of uptake of lysosomal enzyme into lysosomes by Dr. Neufeld and a discussion of the signal hypothesis involving carbohydrate residues. Possibilities for modifying enzymes which are structurally abnormal or to alter their recognition by certain cells are discussed.
Section III, devoted to animal model studies and methods of enzyme delivery to body organs, is a very helpful compilation of known animal models for the inherited lysosomal storage diseases. In Section IV the problems, mechanisms, and therapeutic trials involving enzyme manipulation in lysosomal storage diseases are discussed. Cofactor enzyme interactions, particularly with regard to vitamin B6 and other specific vitamin therapies, are discussed. In Section V there is a one-hundred-page compilation of the data of human trials of direct enzyme replacement for lysosomal storage diseases. Gaucher disease and Fabry disease form the group in which the greatest information is known and most therapeutic trials have been attempted. In Section VI cell and organ transplantation as therapeutic approaches are discussed. In this section fibroblast transplantation as well as organ transplantation are reported. These therapies are investigational at the present time, but in this volume there is a summary of information to date. This volume will be of value to geneticists and physicians caring for children and adults with these lysosomal storage diseases and is a very thorough, helpful, overall summary of the work in this field to date. As Dr. Desnick is one of the leaders in this particular aspect of genetic therapy, his overview at the beginning of the book is helpful for workers not thoroughly familiar with this field. This book belongs in the library, in human genetics departments, and in sections of genetics. It will not be helpful to general medical practitioners or to students or house officers. Among excellent textbooks there is a rarer breed of special import-texts whose aims transcend presenting basic information to include teaching, orienting, and challenging students and other readers to develop clinical insight and approaches to the care of patients. (A prime example exists in Harvey's The Principles and Practice of Medicine.) Drs. Leigh and Reiser have embraced these broader aims and achieved a remarkably successful integration of behavioral science, conventional psychiatry, and biologic medicine within the context of patients and patient care. Although written for medical students in the preclinical years, its practical and concrete presentations of patient management in the biological, personal, and environmental dimensions should make it welcome to housestaff and other physicians responsive to popular demands for more "patient-centered" medical care. This is an eminently readable text. Each chapter begins with several "vignettes," short case presentations which arouse curiosity, illustrate problems and their diversity, and generally introduce the chapter. The authors thoughtfully provide annotations for "recommended readings" in addition to "references," showing sensitivity to medical students' needs for general review articles, "classics," and works of special interest rather than more narrowly focused reference articles and texts. Chapter summaries are followed by short discussions of "implications" that each chapter's concepts will or should have on patients, physicians, and the health care system. "On Becoming a Patient: Psychosocial Considerations" is the first of four sections. Here we meet the person before he or she becomes a patient; discussions include illness and help-seeking behavior, the sick role (with a brief but excellent summary of Parsons' classic work), and patients' and physicians' expectations regarding treatment. The second section, "On Becoming a Patient: Psychophysiologic Considerations," presents anxiety, psychological defense mechanisms, depression, pain, and sleep and dreaming. The chapter on pain is superb; no one should treat or deal with patients in pain without having read this first.
The third section, "On Assessing a Patient: A Clinical Systems Approach," introduces and explains the "Patient Evaluation Grid," a three-by-three grid relating current, recent, and background contexts (paralleling the traditional chief complaint, present illness, and past history) to biological, personal, and environmental dimensions of illness and help-seeking behavior. The concluding section, "On Managing a Patient," discusses therapy and its limits. Two excellent chapters examine the doctorpatient relationship with its therapeutic significance and patients' personality types, with specific suggestions for understanding and managing each patient's unique and diverse needs and expectations. Three detailed case presentations of illustrative patients serve as synthesis and summary.
The text has few flaws, the most notable being a tendency to encumber sound concepts with general systems jargon. Its merit, however, is unequivocal; it should become a standard text for preclinical behavioral science courses as well as a valuable resource for more advanced students, clinicians, and others who work with the people we call patients. This delightful essay by Dartmouth English professor Noel Perrin indirectly challenges the relentless advance of science and technology by recounting a unique historical period in which one emergent technology was eschewed by a society favoring maintenance of the status quo ante. The author, without resort to allegory or polemic, gently cajoles his reader with an exemplary story-the story of firearms, or the lack of them, in Tokugawa Japan. This appealing episode ought to be evaluated, as the author insists, not solely by scholars of Japan, but by the rank-andfile of the scientific establishment. The thrust of Mr. Perrin's argument is to rebut by historical deposition the notion favored by many scientists that scientific revelation can never be ignored nor can its application for good or evil be held in abeyance.
Indeed, our belief in the "manifest destiny" of scientific discovery has gained the weight of a law of thermodynamics.
